Lysinuric protein intolerance (LPI) is a rare autosomal recessive inborn error of metabolism, characterised by defective transport of the cationic amino acids lysine, arginine and ornithine. To date there are few reported necropsy cases. This report describes the necropsy findings in a 21 year old female patient originally diagnosed as having LPI in 1973. Liver function tests deteriorated and immediately before death jaundice, hyperammonaemia, coma, metabolic acidosis, and a severe bleeding diathesis developed. At necropsy, there was micronodular cirrhosis of the liver with extensive fatty change in hepatocytes. The lungs showed pulmonary alveolar proteinosis. Immunofluorescence and electron microscopy revealed the presence of a glomerulonephritis with predominant IgA deposition. These necropsy findings reflect the spectrum of lesions reported in LPI, providing further evidence of an association between this condition and pulmonary alveolar proteinosis, cirrhosis and glomerulonephritis.
Lysinuric protein intolerance (LPI) is a rare autosomal recessive condition originally described The pulmonary haemorrhage and alveolar proteinosis in the current case were also present in the previous necropsy reports. There was no evidence of cholesterol granuloma formation or of opportunistic infection in the present case.
This patient survived until the age of 21 years, considerably older than the four Finnish patients, whose ages at death ranged from 3-7 to 13-3 years. While there was fatty change of the liver in all four previously reported cases, only one showed a micronodular cirrhosis. As this occurred in the youngest patient it would seem that factors other than the duration of the illness must be important. Protein malnutrition can produce fatty change in the liver because of reduced apolipoprotein synthesis. Administration of orotic acid can also induce fatty liver in experimental models by interfering with lipoprotein secretion4; orotic aciduria is a feature of LPI.
All four patients in the Finnish series had evidence of immune complex mediated glomerulopathy and there was evidence of impaired renal function in three. The histological findings and the distribution of the immune complexes bore some similarities to systemic lupus erythematosus (SLE) and in fact one patient had a positive antinuclear factor. A previous case report has documented antinuclear antibodies in LPI, although it is acknowledged that this could well be coincidental.5 The multiple locations of the de- PI group.bmj.com on June 19, 2017 -Published by http://jcp.bmj.com/ Downloaded from posits and the "full" house immunofluorescence in our case do show some similarities to lupus nephritis. However, clinical examination did not suggest coexistent SLE; antinuclear antibodies were not measured.
There was also particularly strong staining for IgA, which was only described in one of the Finnish patients. Schonlein Henoch purpura is associated with IgA deposition and could produce this type of renal lesion. It is notable that a petechial rash was noticed terminally in our patient and that there were multiple haemorrhages over the serosal aspect of the bowel, but these could be secondary to the coexistent coagulopathy.
The liver plays a central role in clearance of immune complexes from the circulation and there is a well documented association between liver cirrhosis and a glomerulopathy characterised particularly by mesangial immune complexes and IgA deposition.6 The features described in this glomerulopathy are very similar to those seen in the current case; it may be that the glomerulopathy in LPI is related to concomitant liver injury rather than representing a distinctive lesion. (fig 1) showed a mass filling the lumen of the right brachiocephalic and internal jugular veins with evidence of obstruction of the left brachiocephalic vein and superior vena cava.
